
Öffentlicher Titel Phase 3 Studie zu Ivosidenib vs. Placebo und Enasidenib vs. Placebo in Kombination
mit Intensiver Chemotherapie bei AML oder MDS-EB2 Patienten mit positiver IDH1 oder
IDH2 Mutation

Wissenschaftl. Titel A phase 3, multicenter, double-blind, randomized, placebo-controlled study of ivosidenib
or enasidenib in combination with induction therapy and consolidation therapy followed
by maintenance therapy in patients with newly diagnosed Acute Myeloid Leukemia or
Myelodysplastic syndrome with excess blasts-2, with an IDH1 or IDH2 mutation,
respectively, eligible for intensive chemotherapy.

Kurztitel HOVON 150 AML / AMLSG 29-18

Studiennummer KN/ELN LN_AMLSGU_2019_674

Studiengruppe AMLSG Ulm

Studienart multizentrisch, randomisiert, doppelblind, zweiarmig

Studienphase Phase III

Erkrankung Myelodysplastisches Syndrom (MDS) - RAEB II

Akute myeloische Leukämie (AML) - AML alle außer FAB M3

Leukämiestadium .

Molekularer Marker IDH2
IDH1

Ziele Event-free survival (EFS) [ Time Frame: Approximately up to 60 months following first
patient enrollment ]

-

Overall survival (OS) [ Time Frame: Approximately up to 84 months following first
patient enrollment ]

-

Relapse-free survival (RFS) after CR/CRi [ Time Frame: Approximately up to 60
months following first patient enrollment ]

-

Cumulative incidence of relapse (CIR) after CR/CRi [ Time Frame: Approximately up
to 60 months following first patient enrollment ]

-

Cumulative incidence of death (CID) after CR/CRi [ Time Frame: Approximately up to
60 months following first patient enrollment ]

-

Complete remission without minimal residual disease (CRMRD-) rate after induction
cycle 2 [ Time Frame: Approximately up to 60 months following first patient
enrollment ]

-

Frequency and severity of adverse events according to CTCAE version 5.0-

CR/CRi rates after induction cycle 1 and 2 [ Time Frame: Approximately up to 60
months following first patient enrollment ]

-

CR/CRi rate after remission induction (i.e., CR or CRi as best response during or at
completion of induction therapy) [ Time Frame: Approximately up to 60 months
following first patient enrollment ]

-

Time to hematopoietic recovery after each chemotherapy treatment cycle [ Time
Frame: Approximately up to 60 months following first patient enrollment ]

-

EQ-5D-5L visual analogue scale (VAS) [ Time Frame: At entry, 1st day of
maintenance, every 3 months during the first year of maintenance, every 6 months
during the second year of maintenance until relapse or treatment discontinuation
(approximately up to 84 months following first patient enrollment) ]

-

EORTC-QLQ-C30 global health status/QoL scale. [ Time Frame: At entry, 1st day of
maintenance, every 3 months during the first year of maintenance, every 6 months
during the second year of maintenance until relapse or treatment discontinuation
(approximately up to 84 months following first patient enrollment) ]

-

Einschlusskriterien Age >= 18 years-

3

© Informationszentrum im Kompetenznetz Leukämien | Deutsches Leukämie Studienregister
Ohne Gewähr für Richtigkeit oder Vollständigkeit, www.kompetenznetz-leukaemie.de | www.studienregister-online.de

Stand: 25.05.2023; Seite 1 von 

Kompetenznetz "Akute und chronische Leukämien"
KURZPROTOKOLL

HOVON 150 AML / AMLSG 29-18

http://www.kompetenznetz-leukaemie.de
http://www.studienregister-online.de


Newly diagnosed AML or MDS-EB2 defined according to WHO criteria, with a
documented IDH1 or IDH2 gene mutation (as determined by the clinical trial assay) at
a specific site (IDH1 R132, IDH2 R140, IDH2 R172). AML may be secondary to prior
hematological disorders, including MDS, and/or therapy-related (in which prior
disease should have been documented to have existed for at least 3 months).
Patients may have had previous treatment with hypomethylating agents (HMAs) for
MDS. HMAs have to be stopped at least four weeks before registration

-

Patients with dual mutant FLT3 and IDH1 or IDH2 mutations may be enrolled only if,
for medical or other reasons, treatment with a FLT3 inhibitor is not considered.

-

Considered to be eligible for intensive chemotherapy-

ECOG/WHO performance status <= 2-

Adequate hepatic function as evidenced by: Serum total bilirubin  2.5 × upper limit of
normal (ULN) unless considered due to Gilbert’s disease (e.g. a mutation in UGT1A1)
(only for patients in IDH2 cohort), or leukemic involvement of the liver – following
written approval by the (Co)Principal Investigator. Aspartate aminotransferase (AST),
alanine aminotransferase (ALT), and alkaline phosphatase (ALP)  3.0 × ULN, unless
considered due to leukemic involvement of the liver, following written approval by the
Principal Investigator.

-

Adequate renal function as evidenced by creatinine clearance > 40 mL/min based on
the Cockroft-Gault formula for glomerular filtration rate (GFR).

-

Able to understand and willing to sign an informed consent form (ICF)-

Written informed consent-

Ausschlusskriterien Prior chemotherapy for AML or MDS-EB2 (with the exception of HMA). Hydroxyurea
is allowed for the control of peripheral leukemic blasts in patients with leukocytosis
(e.g., white blood cell [WBC] counts > 30x109/L)

-

Dual IDH1 and IDH2 mutations-

Acute promyelocytic leukemia (APL) with PML-RARA or one of the other
pathognomonic variant fusion genes/chromosome translocations

-

Blast crisis after chronic myeloid leukemia (CML)-

Taking medications with narrow therapeutic windows with potential interaction with
investigational medication (see Appendix I), unless the patient can be transferred to
other medications prior to enrolling or unless the medications can be properly
monitored during the study

-

Taking P-glycoprotein (P-gp) or breast cancer resistance protein (BCRP) transporter-
sensitive substrate medications (see Appendix J) unless the patient can be
transferred to other medications within >= 5 half-lives prior to administration of
ivosidenib or enasidenib, or unless the medications can be properly monitored during
the study

-

Breast feeding at the start of study treatment-

Active infection, including hepatitis B or C or HIV infection that is uncontrolled at
randomization. An infection controlled with an approved or closely monitored
antibiotic/antiviral/antifungal treatment is allowed

-

Patients with a currently active second malignancy. Patients are not considered to
have a currently active malignancy if they have completed therapy and are
considered by their physician to be at < 30% risk of relapse within one year.
However, patients with the following history/concurrent conditions are allowed: Basal
or squamous cell carcinoma of the skin Carcinoma in situ of the cervix Carcinoma in
situ of the breast Incidental histologic finding of prostate cancer

-
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Significant active cardiac disease within 6 months prior to the start of study treatment,
including New York Heart Association (NYHA) Class III or IV congestive heart failure
(appendix G); myocardial infarction, unstable angina and/or stroke; or left ventricular
ejection fraction (LVEF) < 40% by ultrasound or MUGA scan obtained within 28 days
prior to the start of study treatment

-

QTc interval using Fridericia's formula (QTcF) >= 450 msec or other factors that
increase the risk of QT prolongation or arrhythmic events (e.g., heart failure,
hypokalemia, family history of long QT interval syndrome). Prolonged QTc interval
associated with bundle branch block or pacemaking is permitted with written approval
of the Principal Investigator

-

Taking medications that are known to prolong the QT interval (see Appendix K),
unless the patient can be transferred to other medications within >= 5 half-lives prior
to dosing or unless the medications can be properly monitored during the study

-

Dysphagia, short-gut syndrome, gastroparesis, or other conditions that limit the
ingestion or gastrointestinal absorption of orally administered drugs

-

Clinical symptoms suggestive of active central nervous system (CNS) leukemia or
known CNS leukemia. Evaluation of cerebrospinal fluid (CSF) during screening is
only required if there is a clinical suspicion of CNS involvement by leukemia during
screening

-

A known medical history of progressive multifocal leukoencephalopathy (PML)-

Immediately life-threatening, severe complications of leukemia such as uncontrolled
bleeding, pneumonia with hypoxia or shock, and/or severe disseminated
intravascular coagulation

-

Any other medical condition deemed by the Investigator to be likely to interfere with a
patient's ability to give informed consent or participate in the study

-

Any psychological, familial, sociological or geographical condition potentially
hampering compliance with the study protocol and follow-up schedule

-

Alter >= 18 Jahre

Status Aktiv

Beginn der Rekrutierung 01.03.2019

Studienleiter/in Döhner, Prof. Dr. med., Konstanze
Universitätsklinikum Ulm
Medizinische Klinik III, Hämatologie/Onkologie
Albert-Einstein-Allee 23
89081 Ulm
Tel: +49 (0)731 500 45543
Fax: +49 (0)731 500 45505
E-Mail: konstanze.doehner@uniklinik-ulm.de

Kontaktperson f.
wissenschaftl. Anfragen
(WHO)

Paschka, Prof. Dr. med., Peter
Universitätsklinikum Ulm
Klinik für Innere Medizin III
Albert-Einstein-Allee 23
89081 Ulm
Tel: +49 (0)731 500 45757
Fax: +49 (0)731 500 45905
E-Mail: Peter.paschka@uniklinik-ulm.de

Sponsoren Hovon

Förderer Celgene

Registrierung in anderen
Studienregistern

ClinicalTrials.govNCT03839771
European Clinical Trials Database - EUDRACT2018-451-41
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